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Box No. I Basis of the report — . 

1 . With regard to the language, this report is based on the international application in the language In which it was 
filed, unless otherwise indicated under this item. 

□ This report is based on translations from the original language into the following language , 
which is the language of a translation furnished for the purposes of: 

□ international search (under Rules 12.3 and 23.1 (b)) 

□ publication of the international application (under Rule 12.4) 

□ international preliminary examination (under Rules 55.2 andybr 55.3) 

2 With regard to the elements* of the international application, this report is based on fc*""™^^ 
have Sen furnished to the receiving Office in response to an invitation under Article U.are referred to in this 
report as "originally filed" and are not annexed to this report): 

Description, Pages 

1-17 as originally filed 

Claims, Numbers 

1 ^ 1 received on 22.07.2005 with letter of 22.07.2005 

□ a sequence listing and/or any related table(s) - see Supplemental Box Relating to Sequence Listing 

3. □ The amendments have resulted in the cancellation of: 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

a n This reoort has been established as if (some of) the amendments annexed to this report and "st^below 
Pad S bee P n dStf^have been considered to go beyond the disclosure as filed, as .nd.cated in the 
Supplemental Box (Rule 70.2(c)). 

□ the description, pages 

□ the claims, Nos. 

□ the drawings, sheetsyfigs 

□ the sequence listing (specify): 

□ any table(s) related to sequence listing (specify): 

* If item 4 applies, some or all of these sheets may he marked "superseded." 
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Box No V Reasoned statement un der Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting su ch statement 



1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (IA) 



Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 

Yes: Claims 

No: Claims 



2. Citations and explanations (Rule 70.7): 
see separate sheet 
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Box No- VIII Certain observations on the inter national application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Section V. 

1) . No compounds of the formulae given in claims 1 and 2 could be found in the prior art. 

The subject-matter of claims 1 -6,1 0 and 1 1 is novel. 

2) . No disclosure of the use of the compounds given in claim 7 could be found in the 

prior art. The subject-matter of claims 7-9 is also novel. 

3) . The object of the present application is to provide new compounds inhibiting IL-8 

induced polymorphonucleated neutrophils which are as such of interest in the 
treatment of the diseases noted in claim 9. The compounds for which this use is 
claimed and the compounds claimed as such differ from the compounds of WO-A-0 
158 852, (D13), which also have this property, at least in the replacement of the 
amide carbonyl by the C=N-R moiety. In view of this structural difference, it could not 
be expected that the presently specified compounds would also have the utility noted 
in claim 9. Claims 1-9 are therefore based on an inventive step and claims 10 and 1 1 
are inventive by analogy. 

Section VIII. 

Some of the compounds according to claim 2 are no longer dependent on claim 1 . 
These should be made the object of a separate independent claim. 
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1. Amidines of formula (I) 



CLAIMS 



?H 3 



10 



15 



20 



25 



and phannaceuticaUy acceptable salts thereof, 
wherein Ar is selected from: 

3'-benzoylphenyi, 3X4-ehloro-benzoyl)-phenyl, S'-C^methyl-benzoy^-plimyl, 3 •-acetyl- 
phenyl, 3'-pr0pionyl-phenyl, 3 ? -isobutanDyl-phenyl, 4Slrifluoromethanesulfbnyloxy-phenyl ? 
4'-beazenesuIfonyloxy-phenyl, 4 , -trifluoromethanesulfbnylflmino-phenyl > 4'- 

benzeaesulfonylamino-phenyl, 4 , -benzenesulfonylmethyl-phenyl s 4'-acetoxyphenyl, 4'- 
propionyloxy-phenyl, 4 t 4>enzoyloxy-phenyl > 4 ' acetylamino-phenyi, 4'propionylamino- 
phenyl, 4*-benzoylamino-phenyl; 
R is selected from 

- H, C r C 5 -alkyl, phenyl, Ci-C 5 -phenyalkyl, CrC^cycloalkyl, CrC 5 -alkenyi, C r C 5 -alkoxy; 

- a residue of formula ^CH^rbNRaRb wherein n is an integer from 0 to 5 and each Ra and 
Rb, which may be the same or different, are Ci-Cs-alkyl, Cj-Ce-alkenyl or, alternatively, Ra 
and Kb, together with the nitrogen atom to which they are bound, form a beterocycle from 3 
to 7 members of formula (E), 

(II) 

wherein W represents a single bond, O, S, N-Rc, Rc being H, Ci-C 6 -alkyI or Ct-C*- 

alkylphenyL 

R* isH,CH 3f CH2CH 3 ; 

R and R* can alternatively, form a heterocycle from 5 to 7 members of formula (HI), 



i 
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(IM) 

wherein, represents a residue -0(CH 2 )n- wherein n is an integer from 1 to 3, or a 

residue -(CH£n- wherein n is an integer from 2 to 4, or the ethylene residue -CH=CH-. 
2. Compounds according to claim 1 selected from: 
5 (^S)(2^4-isobutylphenyi)propionamidmehydrocMori 
(+) (2-(4-isobutylphenyl)propionamidine hydrochloride 
(-) (2-(4-isohutylphenyl)propionaujidine hydrochloride 
(R.S) 2-(3-beuzoylphenyl)propionamidine hydrochloride 
(R.S) 2-[(3-fluoro^phenyl)phenyl]proiiicmamidine hydrochloride 
10 (R,S) 2-(4-trifluoiomemanesulfbnyloxyphenyl)propionauri hydrochloride 

(R,S) 2-(5-benzoyl-2-thiophene)propionamidine hydrochloride 

(R,S) 2-(4-isobutylpbenyl)-N-[3 ,, -(^ dihydrochloride 
(R,S) 2-(4-isoburylphenyl)-N-methyl-pTopionamidine hydrochloride 

(R,S) 2-(3-benzoylphenyI)- N-[3-(N,N-dime&ylanuno)propyl]propionanridine hydrochloride 
15 (R,S) 2-(4-isobutylphenyl)propionamidine acetate salt 

(R,S) 2-(4-isoburylpheinyl)-N-[3<N,N-d^emylarmno)propyl] propionamidine 

(R,S) 2-(4-isobutylphenyl)-N-benzyl propionamidine 

(R,S) 3-[l-(4-isobutylphenyi)e»yi]-5,6^ 

(R,S) 2-[1^4-isobutylphenyl)emyl]^,5-dmydro-2H4^,imidazole. 
20 3. Compounds according to claims 1 or 2, for use as medicaments. 

4. Use of compounds according to claims 1 or 2 in the preparation of a medicament for the 
treatment of diseases that involve the chemotaxis of human PMNs induced by interieukin-8. 

5. Use of compounds according to claims 1 or 2 in die preparation of a medicament for the 
treatment of psoriasis, ulcerative colitis, melanoma, chronic obstructive pulmonary disease 

25 (COPD), bullous pemphigo, rheumatoid arthritis, idiopathic fibrosis, glomerulonephritis and in 

the prevention and treatment of damages caused by ischemia and reperfusion. 

6. Pharmaceutical compositions comprising a compound according to claims 1 or 2 in admixture 
and a suitable carrier thereof 
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7. Use of ami dines of formula (J) 



(I) 

5 and phaimaceutically acceptable salts thereof 

wherein Ar is a phenyl group non-substituted or substituted by one or more groups 
independently selected from halogen, C r Q-alkyI, Ci-Cj-alkoxy, hydroxy, Ct-CA-acyloxy, 
phenoxy, cyano, nitro, amino, Ci-C 4 -acylamino s halogen-CrC 3 -alkyi, halogen Ci-C 3 -alkoxy, 
benzoyl or a substituted or unsubstituted 5-6 membered heteroaryl ring selected from 
10 pyridine, pyrrole, tiofene, furane, indole. 

R is selected from 

- H, Ci-CValfcyl, phenyl, C r Cs-phenyalkyl, Ci-Cs-cycloalkyl, C^Cs-alkenyl, C r Cs-aIkoxy; 

- a residue of formula ^CHz)n-NRaRb wherein n is an integer from 0 to 5 and each Ra and 
Rb, which may be the same or different, are Ci-Ce-alkyl, Ci-C 6 -alkenyl or, alternatively, Ra 

1 5 and Rb, together with the nitrogen atom to which they are bound, form a heterocycle from 3 

to 7 members of formula (IT), 

(H) 

50 wherein W represents a single bond, O, S, N-Rc, Rc being H, C,-C6-aflcyl or C r Q- 

alkylphenyl. 

R* isH,GH 3 ,CH 2 CH 3 . 

R and R* can alternatively, form a heteiocycle from 5 to 7 members of fonnula (BO), 



row 
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H 



10 



15 



20 



1 



9. 



10. 



(HI) 

wherein X re p resents _a residue r O(CH2)n- therein n is integer from l to 3, or a 
residue -(CH^n- wherein n is an integer from 2 to 4, or the ethylene residue -CH=CH- 
inthepreparationofamedicainentforthe treatment of diseases that involve the chemotaxis 
of human PMNs induced by inter] eukin-8. 

Use of compounds according to claim 7, wherein R is selected from 

- hydrogen 

- a residue of formula -(CH^-NRaRb, wherein n is an integer from 2 to 3 and the group 
NraRb is selected from N^-dimemylamine or 1-piperidyl, and R' is H, or R and R' form a 
heterocycle of formula (III), where X represents a residue -OCCH^n- wherein n is the integer 
1 or 2, or a residue -(CH^z 

Use of compounds according to claims 7 or 8 in the preparation of a medicament for the 
treatment of psoriasis, ulcerative colitis, melanoma, chronic obstructive pulmonary disease 
(COPD), bullous pemphigo, rheumatoid arthritis, idiopathic fibrosis, glomerulonephritis and in 
me prevention and treatment of damages caused by ischemia and reperfusion.. 
Process for the preparation of compounds of formula Q according to claim 1 comprising the 
reaction of a nitrile derivate of formula (IV), 

CH a 



CN 



(IV) 

wherein Ar has the same meaning as defined in claim 1, with an amine of formula NHR, 
wherein R has the same meaning as defined in claim 1 . 
11. Process for the preparation of compounds of formula (D according to claim 1, wherein R and 
R> groups form an heterocycle of formula (TH), comprising the reaction of amidines of 
fbnnula(T> wherein R' is H and R is H or OH, with a reagent of formula L-K-L.% in the 
Fesence of a base, wherein L and V are leaving groups, and, when R and R' are both H, K 
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5 

represents a residue -(CHjOn- wherein n is an integer from 2 to 4; when R is OH and R' is H, 
K represents a residue -(CHz)n- wherein n is an integer from 1 to 3. 



$5? 
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